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We claim: 

1. A method of identifying a preferred liver 
transplant donor, comprising ' determining in an individual 
the presence or absence of a preferred genotype at a 
5 polymorphic site, said preferred genotype associated with 
altered activity of a tumor necrosis factor, wherein the 
presence of said preferred genotype indicates that said 
individual is a preferred liver transplant donor. 

; — 2. - ^ The method of claim 1, further -comprising 

10 reporting the presence or absence of said preferred 
genotype . . 

3. The method of claim 1, wherein said 
preferred genotype is associated with lower activity of 
said tumor necrosis factor, 

15 4. The method of claim 3, wherein said tumor 

necrosis factor is TNF-a. 

5. The method of claim 3, wherein said 
preferred genotype is associated with lower levels of 
said tumor necrosis factor. 

20 6- The method of claim 5, wherein said tumor 

necrosis factor is TNF-a. 

7, The method of claim 6, wherein said 
preferred genotype is TNF308.1.' 

8. The method of claim 1, wherein said 
25 polymorphic site is in a TNF-a regulatory region. 
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30. The method of claim 29, wherein said 
preferred genotype is TNF308.1. 



31. The method. of claim 25, wherein said 
polymorphic site is in a TNF-a regulator y region . 

5 32. The method of claim 31, wherein said 

polymorphic site is in' a TNF-a transcriptional regulatory 
region . 

— - 33. The 'method of claim 32, ;wher.ein„ said _ 

polymorphic si.te is in a. TNF-a promoter region. 

10 34, The method of claim 25, wherein said 

polymorphic site is in a TNF-a coding region. 
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[0068] In these smdies, TNF genetic polymorphisms were 
determined in donor livers, and it was found that the 
presence of the less common 308.2 allele in the TNF-a 
promoter correlated with a more rapid, frequent and severe 
recurrence of hepatitis C in the recipient of a liver allograft. 
Patients who received donor livers with an inherited pro- 
pensity for increased TNF-a production developed earlier 
histologic evidence of hepatitis C recurrence. Therefore, 
upon examination of a repertoire of polymorphic class III 
genes, it was found that a donor liver with an inherited 
susceptibility to excessive TNF-a production constitutes a 
risk factor for early and more severe hepatitis C recurrence. 
Excessive TNF-a could lead to an immunopathologic 
response that is ineffective in controlling HCV, allowing 
hepatitis C recurrence to occur more rapidly. Prior to these 
studies, no studies had addressed the potential contribution 
of a donor liver to the production of TNF-a in a liver 
transplant recipient and the recurrence of hepatitis C. 

[0069] These results demonstrate that a donor liver having 
the TNF308.2 allele results in more rapid, frequent and 
severe recurrence of hepatitis C in a liver transplant recipi- 
ent. In contrast, a liver donor having the TNF308.1 allele is 
results in a slower, less frequent and less severe recurrence 
of hepatitis C in a iiver transplant recipient. Therefore, a 
donor liver having a TNF308.1 genotype is a preferred 
donor liver for transplantation into a recipient infected with 
HCV. 

[0070] All journal articles and references provided herein, 
in parenthesis or otherwise, are incorporated herein by 
reference. 

[0071] Although the invention has been described with 
reference to the examples provided above, it should be 
understood that various modifications can be made without 
departing from the spirit of the invention, Accordingly, the 
invention is limited only by the claims. 

We claim: r 

1. A method of identifying a preferred liver transplant 
donor, comprising determining in an individual the presence 
or absence of a preferred genotype at a polymorphic site, 
said preferred genotype associated with altered activity of a 
tumor necrosis factor, wherein the presence of said preferred 
genotype indicates that said individual is a preferred liver 
transplant donor. 

2. The method of claim 1, further comprising reporting the 
presence or absence of said preferred genotype. 



3. The method of claim 1, wherein said preferred geno- 
type is associated with lower activity of said tumor necrosis 
factor. 

4. The method of claim 3, wherein said tumor necrosis 
factor is TNF-a, 

5. The method of claim 3, wherein said preferred geno- 
type is associated with lower levels of said tumor necrosis 
factor. 5 

6. The method of claim -d", wherein said tumor necrosis 
factor is TNF-a. 

7. The method of claim 6, wherein said preferred geno- 
type isTNF308.I. 

8. The method of claim 1, wherein said polymorphic site 
is in a TNF-a regulatory region. 

9. The method of claim 8, wherein said polymorphic site 
is in a TNF-a transcriptional regulatory region. 

10. The method of claim 9, wherein said polymorphic site 
is in a TNF-a promoter region. 

11. The method of claim 1, wherein said polymorphic site 
is in a TNF-a coding region. 

12. The method of claim 1, wherein said liver transplant 
donor is identified for transplantation into a hepatitis C virus 
infected patient. 

13. A method for selecting a preferred liver for transplan- 
tation, comprising the s.teps of: 

(a) obtaining material from one or more potential liver 
donors; 

(b) determining in said one or more potential liver donors 
the presence or absence of a preferred genotype at a 
polymorphic site, said preferred genotype associated 
with altered activity of a tumor necrosis factor; and 

(c) harvesting a liver, or functional portion thereof, having 
a preferred genotype. 

14. The method of claim 13, further comprising the step 

of: 

(d) transplanting said liver, or functional portion thereof, 
into a recipient. 

15. TTie method of claim 13, wherein said preferred 
genotype is associated with lower activity of said tumor 
necrosis factor. 

16. The method of claim 15, wherein said tumor necrosis 
factor is TNF-a. 

17. The method of claim 15, wherein said preferred 
genotype is associated with lower levels of said tumor 
necrosis factor. 

18. The method of claim 17, wherein said tumor necrosis 
factor is TNF-a. 

19. The method of claim 18, wherein said preferred 
genotype LsTNF308.1. 

20. The method of claim 13, wherein said polymorphic 
site is in a TNF-a regulatory region. 

21. The method of claim 20, wherein said polymorphic 
site is in a TNF-a transcriptional regulatory region. 

22,. The method- of claim 21, wherein said polymorphic 
site is in a TNF-a promoter region. 

23. The method of claim 13, wherein said polymorphic 
site is in a TNF-a coding region. 

24. The method of claim 14, wherein said recipient is 
infected with hepatitis C virus. 

25. A method for hmiting the severity of recurrence of 
hepatitis C in a Hver transplant recipient, comprising the 
steps of: 
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